Foodborne diseases are important worldwide, resulting in considerable morbidity and mortality. To our knowledge, we present the first global and regional estimates of the disease burden of the most important foodborne bacterial, protozoal, and viral diseases.
Introduction
Foodborne diseases are globally important, as they result in considerable morbidity, mortality, and economic costs [1, 2] . Many different diseases, including those due to bacteria, viruses, parasites, chemicals, and prions, may be transmitted to humans by contaminated food [3] . Outbreaks and sporadic cases of foodborne disease are regular occurrences in all countries of the world. In recent decades, globalization of the food supply has also meant that pathogens causing foodborne diseases are rapidly transported across international borders [4] . Foodborne disease outbreaks have led to adverse impacts on trade and food security [5, 6] . In response to foodborne diseases, national governments and international bodies have established elaborate systems to control and improve food safety [7] .
Recognizing that contaminated food is an important cause of human disease, estimates of disease burden of the various foodborne diseases has been sought to enable advocacy for improved food safety and to assist governments to prioritize efforts for enhancing food safety. Although several countries have estimated the number of cases, sequelae, deaths, and Disability Adjusted Life Years (DALYs) resulting from foodborne diseases at the national level, most have not [8] . Furthermore, global and regional estimates of the burden of foodborne diseases have not been available [1, 2] . In 2007, the World Health Organization (WHO) established the Foodborne Disease Burden Epidemiology Reference Group (FERG) to estimate the global and regional burden of disease attributable to food from all causes [9] . FERG consists of thematic task forces to estimate the human health burden of (1) enteric bacterial and viral infections, (2) parasitic infections, and (3) illnesses due to chemicals and toxins. The Director General of WHO nominated members of the FERG following an open call for applications to governments, in the scientific press, and through global networks [1] . The Enteric Diseases Task Force (EDTF) of the FERG comprised 14 experts in the epidemiology of viral, bacterial and parasitic infections transmitted by food, and was supported by various resource advisors who were expert in various aspects of infectious disease transmission.
Methods
In this study, the EDTF estimates the global and regional disease health burden in 2010 resulting from the most common foodborne diseases. For a glossary of terms used in this paper see S1 Text.
FERG EDTF reviewed the epidemiology of all bacterial and viral diseases potentially transmitted by food and identified those for inclusion based on public health importance and data availability. We excluded enteroaggerative Escherichia coli, Vibrio parahaemolyticus, V. vulnificus, and Yersinia spp., which are infrequent causes of foodborne diseases, due to a lack of sufficient data for global estimation, ie-not commonly reported in systematic reviews of etiological agents of diarrhea [10] . After excluding these agents, we included 19 bacterial or viral diseases in our study. Of these 19 diseases, four are distinct manifestations of Salmonella enterica infection: invasive infections due to S. enterica serotype Typhi (Salmonella Typhi); invasive infections due to S. enterica serotype Paratyphi A (Salmonella Paratyphi A); invasive infections due to non-typhoidal S. enterica (iNTS); and diarrheal disease due to non-typhoidal S. enterica (NTS). We then determined that our approach for estimating the burden for diarrheal diseases could also be applied to protozoal diseases and included 3 protozoal diseases.
Diarrhea is a dominant feature for 14 of these diseases-ten caused by bacteria, three by protozoa, and one by a virus. One or more extra-intestinal manifestations including bacteremia, hepatitis, and meningitis are the dominant feature for the other eight diseases-seven caused by bacteria and one caused by a virus.
To identify data for estimation of incidence, mortality and sequelae for different agents, we conducted literature reviews to identify relevant studies, consulted with academics and expert committees, and evaluated systematic reviews that were conducted circa 2010. Where data sources were not available, the EDTF recommended that WHO commission systematic reviews into incidence and outcomes of specific agents, which were subsequently published in the peerreviewed literature [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] . Where multiple data sources were available for a single agent, the EDTF made decisions to use the most contemporaneous and comprehensive sources, or incorporate both into the estimation process. In the following sections, we outline how we synthesized data in accordance with a documented framework reported elsewhere [23] . Table 1 summarizes our approach, while S2 Text provides a comprehensive description of the methods and distribution for all parameters used for estimating cases, sequelae, deaths and DALYs for each of the 22 diseases.
Estimating Cases, Sequelae, and Deaths for Diarrheal Diseases
For diarrheal diseases caused by Campylobacter spp., Cryptosporidium spp., Entamoeba histolytica, enterotoxigenic E. coli (ETEC), enteropathogenic E. coli (EPEC), Giardia lamblia, norovirus, NTS, and Shigella spp., national estimates of foodborne diseases were only available from a limited number of countries. We therefore used two approaches, documented in Pires et al. [11] , depending on the level of development of the country. The first approach, based on national estimates of the incidence of foodborne diseases from seven studies published between 2005-2014, was applied to the 61 countries in low-mortality (European Region (EUR) and other subregion A [27] ) countries [3, [28] [29] [30] [31] [32] [33] [34] [35] . For countries with national estimates of incidence and mortality, we used these data. We used the median and associated uncertainty intervals for diarrheal diseases for the subregion to estimate incidence and mortality of diarrheal diseases for other countries within the subregion without national data [10] .
The second approach was applied to the remaining 133 countries not in EUR or other subregion A categories (see S1 Text for a country list by subregion). For this approach, we modified the WHO Child Health Epidemiology Reference Group (CHERG) method to estimate diarrheal incidence and mortality for all age groups [10] . First, we estimated the overall incidence of diarrhea from all causes (i.e., "envelope" of diarrheal incidence) for 2010 by combining estimates of diarrheal incidence for children <5 years of age and persons 5 years of age [13, 36] . We used the overall diarrheal mortality (i.e., envelope for diarrheal deaths) derived by WHO [37] for 2010. We derived an etiological proportion for each disease by region from systematic reviews of stool sample isolation or detection proportions from inpatient, outpatient, and community-based studies of persons with diarrhea. We followed the CHERG standard approach because there is limited information on pathogens among people who have died, and assumed that the distribution of pathogens observed among inpatients hospitalized with severe diarrhea represented the pathogen prevalence among diarrheal deaths [10] . To derive etiological proportions for children <5 years of age, we assumed that the distribution of pathogens in outpatient and community studies represented the pathogen prevalence among diarrheal 
Invasive enteric disease
Invasive non-typhoidal Salmonella enterica (iNTS) Systematic review of 10 published studies of incidence of invasive infections [22] Invasive enteric disease
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Systematic review of 140 data sources combined with incidence estimates for human TB infections. [16, 17] Invasive enteric disease Brucella spp. Systematic review of 29 published studies of incidence combined with information from countries free of Brucella in livestock.
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Invasive enteric disease
Listeria spp. Systematic review of 87 published studies, including 43 containing data on incidence [18] episodes for those who did not die. We made the same assumption for persons 5 years of age but due to sparseness of data also included inpatient studies. For more details of methods, see Pires et al. [11] . For some pathogens we assumed that different etiological agents, such as Shigella spp., NTS and Campylobacter spp., had similar clinical profiles (S2 Text).
Estimates for cholera were based on the incidence among populations at risk for cholera in endemic and non-endemic countries [24] . The case fatality ratio (CFR) for cholera was 1% in Western Pacific Region (WPR) subregion B, 1% in South-East Asian Region (SEAR) subregion B (except 1.5% in Bangladesh), 1.3% in Eastern Mediterranean Region (EMR) subregion B, 3% in SEAR subregion D, 3.2% in EMR subregion D, and 3.8% in African Region (AFR) [24] . For all other countries, we assumed cholera occurred only among international travellers and did not result in deaths. In this instance, we applied the median incidence from non-endemic countries with available data for cholera.
Shiga-toxin producing E. coli (STEC) infection incidence and mortality were based on a systematic review described elsewhere [19] . Sequelae, more common among O157 infections, were hemolytic uremic syndrome (HUS) and end stage renal disease (ESRD). Based on review, we estimated 0.8% of O157 infections and 0.03% of infections caused by other serotypes result in HUS, and 3% of HUS cases result in ESRD. We estimated that the CFR for HUS was 3.7%; for ESRD the CFR was 20% in the 35 subregion A countries and 100% in other countries.
We used data on the incidence and mortality of foodborne intoxications caused by Bacillus cereus, Clostridium perfringens, and Staphylococcus aureus from national studies conducted in low-mortality countries. We applied the median incidence from national studies to the 61 countries in EUR and other subregion A countries. We did not attempt to estimate burden due to these three foodborne intoxications in high-and middle-mortality countries due to the absence of data on diseases caused by these pathogens in these countries. The median CFR from national studies was 0.003% for C. perfringens and 0.0025% for S. aureus; there were no B. cereus deaths. We considered that 31% of Guillain-Barré Syndrome (GBS) cases globally were associated with antecedent Campylobacter infection and that the CFR for GBS was 4.1% [38, 39] .
Estimating Cases, Sequelae, and Deaths of Extra-Intestinal Diseases
For diseases caused by hepatitis A virus, Brucella spp., Listeria monocytogenes, Mycobacterium bovis, iNTS, Salmonella Paratyphi A, and Salmonella Typhi we used a variety of approaches depending on availability of data.
We used Institute of Health Metrics and Evaluation (IHME) Global Burden of Disease (GBD) 2010 data to estimate the burden of disease for typhoid, paratyphoid, and hepatitis A [25] . IHME provided country-specific age-standardized prevalence data of typhoid and paratyphoid fever. These data were converted to incidence by dividing by duration, and partitioned into typhoid and paratyphoid assuming a 1.0 to 0.23 ratio [40] . Country-specific hepatitis A mortality data, stratified by age and sex, were converted to incidence assuming a CFR of 0.2%.
Rates of iNTS are highly correlated with HIV prevalence and malaria risk [22] . To estimate iNTS incidence globally, we used age-specific estimates of incidence from a systematic review [22] to construct a random effect log linear model using covariates of country specific HIV and malaria deaths, and the log of Gross Domestic Product. As data were sparse, we predicted incidence for all ages, which was converted to age-specific incidence based on age profiles for iNTS cases in low and high incidence settings [22] . From this, we predicted iNTS incidence among persons not infected with HIV [41, 42] . To estimate deaths, we assumed that the CFR for iNTS in non-HIV infected individuals was a uniform distribution with a range 5-20% in sub-region B-E countries and range 3.9-6.6% in sub-region A countries [43] .
Estimates for M. bovis infections were based on a systematic review where the proportion of human tuberculosis (TB) infections due to M. bovis ranged from 0.3% in Region of the Americas (AMR) to 2.8% in AFR [17] . We identified 51 countries that were free from M. bovis in cattle based on European Union certification and the World Organization for Animal Health [44] . All countries in a region except those free from M. bovis in cattle were assumed to have the same proportion of human TB infections due to M. bovis. To account for internationally acquired infections, all countries free of M. bovis in cattle were assigned the lowest observed proportion of human TB infections due to M. bovis (0.3%). To derive estimates of human M. bovis incidence, we multiplied WHO country-specific human TB incidence by the estimate of the proportion of human TB infections that were due to M. bovis [45] . To estimate mortality associated with M. bovis that accounted for HIV co-morbidity we used estimates of mortality due to human TB in HIV negative persons from WHO. We adjusted mortality data by assuming that the CFR for M. bovis was 20% lower than human TB, as M. bovis infections are more likely to be extrapulmonary [16] .
To estimate the incidence and mortality for brucellosis we updated a systematic review and included additional data on 32 countries that were considered Brucella-free in livestock (free of B. arbortus in cattle and B. melitensis in sheep and goats) [15] . We imputed incidence data to countries without estimates using a Bayesian log-normal random effects model, except for countries that were Brucella-free in livestock [23] . To account for internationally acquired infections, all countries that were Brucella-free in livestock were assigned the median incidence of human brucellosis reported from these countries. The CFR for brucellosis was 0.05%, and 40% of cases resulted in chronic infections and 10% of cases in males resulted in orchitis [14] .
We estimated the incidence and mortality for listeriosis using a systematic review that is described elsewhere [18] . In accordance with standard burden of disease practice, we excluded stillbirths, in our baseline burden estimates. The CFR was 14.9% for perinatal cases and 25.9% for other cases.
Incidence and mortality data for botulism were only available from countries in Europe and North America. We limited our estimation to the 55 countries in EUR and AMR subregion A, which was based on the median incidence derived from countries with national estimates of botulism. We estimated that 35% of botulism cases were severe and that the CFR of severe botulism was 15%.
Estimation of Foodborne Proportion
We assumed that all infections from L. monocytogenes, M. bovis, and from the four foodborne intoxications (B. cereus, C. botulinum, C. perfringens, and S. aureus) were foodborne. To estimate the proportion of the other enteric diseases that were transmitted by contaminated food, we relied upon results of a FERG structured expert elicitation [46] . In this expert elicitation, foodborne and waterborne were considered separate transmission pathways. Proportions of brucellosis and hepatitis A infections and intestinal protozoa acquired from contaminated food were estimated using global panels of experts. Foodborne proportions for the remaining enteric diseases were estimated using a panel of experts for each region separately, although several experts were serving on more than one panel.
Disability Weights
Disability weights for each clinical outcome for the enteric diseases were taken from the GBD 2010 study [47] . Disability weights for listeriosis meningitis and neurological sequelae were derived from GBD 2010 disability weights using a multiplicative methodology and expert judgment. Disability weights for individual conditions are specified in S2 Text.
Data Analysis
The FERG approach to computing DALYs from the estimated cases, sequelae, deaths, and other parameters described in this paper is described in more detail elsewhere, including the modelling of uncertainty intervals incorporating (where relevant) uncertainty of estimated foodborne proportions [23] . Estimates were produced using the 2012 revisions for United Nations country-level population data for 2010 [48] . Calculations followed disease-specific models defined by incidence and probability parameters, each with a distribution [23] . Uncertainty around input parameters were propagated using Monte Carlo simulations; 10,000 values were sampled from each input parameter to calculate 10,000 estimates of cases, deaths or DALYs. The 2.5th and 97.5th percentile of each set of the 10,000 estimates yielded a 95% Uncertainty Interval (UI). Further details of analyses and modelling of DALYs and components described in this paper are in S2 Text.
Results

Cases
We estimated that the 22 diseases in our study caused 2.0 billion (95% UI 1.5-3.0 billion) illnesses in 2010, 39% (95% UI 26-53%) in children <5 years of age. Among the 1.9 billion (95% UI 1.4-2.8 billion) cases of diarrheal diseases, norovirus was responsible for 684 million (95% UI 491-1,112 million) illnesses; the largest number of cases for any pathogen ( Table 2 ). The pathogens resulting in the next largest number of cases were ETEC, Shigella spp., G. lamblia, Campylobacter spp. and NTS. Campylobacter spp. cases included 31,700 (95% UI 25,400-40,200) GBS cases. There were also 2.48 million (95% UI 1.69-5.38 million) STEC cases which included 3,330 (95% UI 2,160-6,550) with HUS and 200 (95% UI 15-760) with ESRD. Among the extra-intestinal diseases, the pathogens resulting in the most infections were hepatitis A virus, Salmonella Typhi and Salmonella Paratyphi A. Brucella spp. resulted in 0.83 million (95% UI 0.34-19.6 million) illnesses, which included almost 333,000 (95% UI 135,000-7,820,000) chronic infections and 83,300 (95% UI 33,800-1,960,000) episodes of orchitis. L. monocytogenes resulted in 14,200 (95% UI 6,100-91,200) illnesses which included 7830 (95% UI 3,400-50,500) cases of septicaemia, 3,920 (95% UI 1,650-24,900) cases of meningitis, and 666 (95% UI 207-4,710) cases with neurological sequelae.
Overall, 29% (95% UI 23-36%) of all 22 diseases were estimated to be transmitted by contaminated food equating to 582 million (95% UI 400-922 million) foodborne cases in 2010; 38% (95% UI 24-53%) in children <5 years of age. The pathogens resulting in the most foodborne cases were norovirus, Campylobacter spp., ETEC, NTS, and Shigella spp. A high proportion of foodborne infections caused by V. cholerae, Salmonella Typhi, and Salmonella Paratyphi A occurred in the African region (Table 3) . A high proportion of foodborne infections caused by EPEC, Cryptosporidium spp., and Campylobacter spp. occurred among children <5 years of age (Table 4 ). Among the 11 diarrheal diseases, the rate ratio of foodborne cases occurring among children <5 years of age compared to those 5 years of age was 6.44 (95%UI 3.15-12.46).
Deaths
We estimated that the 22 diseases in our study caused 1.09 million (95% UI 0.89-1.37 million) deaths in 2010, 34% (95% UI 29-38%) in children <5 years of age. Among the diarrheal diseases, norovirus was responsible for the most deaths. Other diarrheal pathogens responsible for large numbers of deaths were EPEC, V. cholerae, and Shigella spp. The 37,600 (95% UI 27,700-55,100) deaths attributed to Campylobacter spp. included 1,310 (95% UI 887-1,880) deaths Overall, the 22 diseases in our study resulted in 351,000 (95% UI 240,000-524,000) deaths due to contaminated food in 2010; 33% (95% UI 27-40%) in children <5 years of age. The enteric pathogens resulting in the most foodborne deaths were Salmonella Typhi, EPEC, norovirus, iNTS, NTS, and hepatitis A. The mortality rates of foodborne diseases were consistently highest in the African region followed by the South Eastern Asian region (Table 3 ). Among the 11 diarrheal diseases due to contaminated food, the rate ratio of deaths in children <5 years of age compared to those 5 years of age was 8.37 (95%UI 5.90-11.4). For all 22 diseases, the rate ratio of deaths in children <5 years of age compared to those 5 years of age was 4.85 (95%UI 3.54-6.59).
DALYs
We estimated that the 22 diseases in our study caused 78.7 million (95% UI 65.0-97.7 million) DALYS in 2010, 43% (95% UI 38-48%) in children <5 years of age. The pathogens resulting in the most DALYs were norovirus, Salmonella Typhi, EPEC, V. cholerae, ETEC, and hepatitis A ( Table 2 ). We estimate that the 22 diseases in our study resulted in 25.2 million (95% UI 17.5-37.0 million) DALYs due to contaminated food; 43% (95% UI 36-50%) in children <5 years of age. Fig 1 shows 
Discussion
To our knowledge, we estimate for the first time the substantial worldwide burden of foodborne bacterial, viral, and protozoal diseases in humans, particularly among children. Although children <5 years of age represent only 9% of the global population, we found that 43% of the disease burden from contaminated food occurred in this group. Foodborne illnesses from diarrheal and invasive non-typhoidal S. enterica resulted in the largest disease burden reflecting the ubiquitous nature of Salmonella, the severe nature of illness, and the fact that young children are commonly infected [19] . Large human disease burdens are also imposed by foodborne infections due to norovirus and typhoid. It is important to recognize that diseases with lower burden may still warrant intervention. In particular, certain foodborne diseases may represent a larger problem in some regions. For example, the most substantial burden due to foodborne cholera occurs in African and Asian regions. Similarly, the burden of brucellosis and M. bovis infections were highest in the Middle Eastern and African regions.
To develop these comprehensive estimates of the disease burden of foodborne diseases, we adopted an innovative approach to incorporate the highest quality data available for each foodborne disease [11] . Due to their quality, we gave highest priority to studies with national estimates of foodborne diseases. Since studies with national estimates were only available in a few countries, we adapted the CHERG approach for estimating the disease burden of diarrheal diseases [10, 36] . This approach was facilitated by the availability of estimates of the envelope of diarrheal deaths, along with recent advances in diarrheal disease diagnosis, such as widespread application of polymerase chain reaction (PCR) for norovirus detection [20, 49] .
In our study, norovirus resulted in the largest number of cases of foodborne diseases and overall burden, highlighting the global importance of this agent [20] . However, the disease model we used in the 135 middle-and high-mortality counties included only norovirus infections that resulted in a diarrheal illness. If we also included estimates for norovirus infections that resulted in vomiting without diarrhea, there would be an estimated additional 163 million norovirus cases in these countries [50] . We also found, similar to what has been reported in national studies, that in the countries where we applied the modified CHERG approach, the etiological cause of almost half of diarrheal cases and deaths remained unknown. This was likely due, in large part, to pathogens that are possibly foodborne but with insufficient data for estimation, and unknown agents not yet discovered. In this study, we focused our attention on the burden due to pathogens that were known to be transmitted by contaminated food.
When we examined the human health impact of different pathogens, various serotypes of Salmonella resulted in the greatest foodborne burden. If we consider the combined burden [51] [52] [53] .
Twelve of the diseases included in our study were also included in the GBD 2010 study [25, 26, 54] . For three diseases (typhoid, paratyphoid and hepatitis A) we used GBD 2010 data to derive estimates of incidence. For the other nine diarrheal diseases, we elected to conduct our own analysis or used updated data from commissioned systematic reviews to derive estimates. Our study builds upon the GBD 2010 study by providing estimates of the proportion of each disease acquired from food; we also provide, in addition to estimates of deaths, estimates of the number of illnesses for each of the diseases [26] . Before we applied our estimate of foodborne proportions to each pathogen, our estimates of the disease burden for a few pathogens, in terms of the estimated number of deaths and DALYs were relatively similar for diseases in common with GBD 2010 and FERG.
However, there were important differences in other estimates. The GBD 2010 study estimates of deaths due to E. histolytica, Cryptosporidium spp., and Campylobacter spp. were 10 times, 4 times and 3 times greater, respectively, than the FERG estimates [25] . The FERG estimate for DALYs for nontyphoidal S. enterica combining diarrheal and invasive infections was 4 times greater than GBD 2010 [54] . The FERG estimates are relatively similar to previous global estimates of cholera, typhoid fever, salmonellosis, and shigellosis [19, 24, 40, 55] . The GBD 2010 study estimates included 'cysts and liver abscesses' as a complication of typhoid fever, which has been questioned [56] . However, we understood this categorization to be a proxy for serious typhoid fever and incorporated these data into our estimates. The CFR for each of the diseases included in our estimate are comparable to those reported in national studies. There is a continuing need for high quality studies assessing the foodborne disease burden at the national level. Our methodology for estimating the disease burden attributable to foodborne transmission can be used in future studies.
In comparing the overall burden of our findings, the diseases we included in our study resulted in 79 million DALYs in 2010. This represent approximately 3% of the 2.49 billion DALYs reported in the GBD 2010 study [54] . The GBD 2010 study estimated that approximately 25% of DALYs globally were due to deaths and disability in children younger than 5 years of age, while we estimated that 43% of the DALYs in our study were among children <5 years of age.
There are obvious policy implications of our findings. Countries and international agencies must prioritize food safety to prevent foodborne illness, particularly among young children. The highest burden of disease due to contaminated food was in the African region, largely due to iNTS in children. The considerable regional difference in the burden of foodborne diseases suggests that current control methods exist to avoid an important proportion of the current burden. Our results should stimulate research into the epidemiology of foodborne diseases, with a view to informing prevention efforts. There is an urgent need to identify and implement effective food hygiene interventions in low-and middle-income countries.
A limitation of our estimates of the consequences for human health of foodborne diseases is that, due to data gaps particularly in middle-and high-mortality countries, we included only a few sequelae in our estimates. We did not include data on post-infectious sequelae, such as reactive arthritis and irritable bowel syndrome following foodborne infections. Studies of the burden of enteric pathogens in low-mortality countries highlight that excluding these sequelae under-represents the true burden of disease, but reliable data were not available from middleand high-mortality countries [57] . Where we did include sequelae, there were insufficient data to account for age-specific effects. We also excluded stillbirths; this exclusion only affected disease burden estimates for L. monocytogenes. A recent review estimated that listeriosis, which we assume is all foodborne, causes 273 stillbirths globally annually [18] .
We were unable to distinguish between the effects on health from the condition under study and that of co-morbid conditions, which is common to many studies of human health. For example, salmonellosis and M. bovis infections may occur as HIV co-infections. If FERG included deaths among HIV-infected persons, there would have substantial additional deaths due to invasive nontyphoidal S. enterica deaths, some of which could presumably be averted by improvements in food safety. For some other pathogens in our estimates, such as L. monocytogenes and Cryptosporidium spp., we were unable to account for the excess mortality due to HIV infection due to a lack of reliable data.
Another important limitation of our attempt to quantify the disease burden due of foodborne disease is the inherent difficulty in estimating the proportion of illness acquired from food [58] . We relied on a structured expert elicitation study for these estimates. We were unable to estimate differences in mode of transmission by age, despite this potentially being important. Expert elicitation studies can result in highly variable proportions attributed to food, depending on the nature of experts included in elicitation studies [59, 60] . Without specific studies attributing sources of infection, it is difficult to obtain accurate estimates of foodborne transmission, but this finding regarding the need for more attribution studies is an important outcome of our study [61] . For example, the FERG expert elicitation study estimated that 18% of norovirus was foodborne compared with 14% estimated from a recent study based on outbreak genotyping [21] .
The major limitation of our study was the lack of reliable data from many regions of the world. In particular, for the most populous regions of the world we had the least data for some pathogens [10] . We tried to use the best data available and attempted to make reasoned assumptions wherever possible [8] . For some agents, such as toxin-mediated illnesses, we elected to limit our estimates to countries where diseases were endemic or where there was sufficient data. Further data on burden of enteric diseases from low-and middle-income settings, particularly high quality epidemiological data, are needed to improve our understanding of foodborne diseases [8, 11] .
Despite these limitations, our estimates of the disease burden due to 22 foodborne diseases should provide policy makers with information for advocacy for improved regulation and control of foodborne diseases. Of particular importance, we estimate that almost half of the burden of foodborne disease occurs in children under 5 years of age. This previously underappreciated disease burden requires greater attention from governments and resourcing to improve food safety. In our study we highlight regions where diseases, such as tuberculosis and brucellosis are still transmitted by contaminated food. Our results highlight the benefits of countries conducting national studies estimating and attributing the incidence, hospitalizations and deaths due to foodborne diseases to improve understanding of burden and improve control measures. Our regional estimates could be used to fill data gaps for countries attempting to estimate the burden of disease due to contaminated food. 
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Editors' Summary
Background Foodborne diseases are responsible for a large burden of illness (morbidity) and death (mortality) in both resource-rich and resource-poor countries. More than 200 diseases can be transmitted to people through the ingestion of food contaminated with microorganisms (bacteria, viruses, and parasites) or with chemicals. Contamination of food can occur at any stage of food production-on farms where crops are grown and animals raised, in factories where food is processed, and during food storage and preparation in shops, restaurants and the home. Contamination can arise because of pollution of the water, soil or air or through poor food-handling practices such as failing to wash one's hands before preparing food. Many foodborne diseases (for example, norovirus, Escherichia coli, and campylobacter infections) present with gastrointestinal symptoms-stomach cramps, diarrhea, and vomiting. However, some foodborne illnesses cause symptoms affecting other parts of the body and some have serious sequelae (abnormal bodily conditions or diseases arising from a pre-existing disease). For example, infection with some strains of E. coli can lead to kidney failure.
Why Was This Study Done?
Accurate regional and global estimates of the disease burden of foodborne illnesses are needed to guide governmental and international efforts to improve food safety. However, estimates of the number of cases of foodborne illness, sequelae, deaths, and disability adjusted life years (a DALY represents the disease-related loss of one year of full health because of premature death or disability; DALYs provide a measure of the burden of a disease) are only available for a few countries. Consequently, in 2007, the World Health Organization (WHO) established the Foodborne Disease Burden Epidemiology Reference Group (FERG) to estimate the global and regional burden of disease attributable to foodborne illnesses. Here, researchers involved in one of the constituent task forces of FERGthe Enteric Diseases Task Force-undertake a data synthesis (the combination of information from many different sources) to provide global and regional estimates of the disease burden of several important foodborne bacterial, protozoal (parasitic), and viral diseases.
What Did the Researchers Do and Find?
The researchers combined national estimates of foodborne diseases and data from systematic reviews (studies that identify all the research on a given topic using predefined criteria), national surveillance programs, and other sources to estimate the number of illnesses, sequelae, deaths and DALYs globally and regionally for 22 diseases with sufficient data to support such estimations. Together, these 17 bacterial infections, two viral infections, and three protozoal infections caused 2 billion cases of illness, more than 1 million deaths, and almost 80 million DALYs in 2010. Using information on the proportions of infections considered to be foodborne by expert panels, the researchers estimated that nearly a third of these cases of illness (582 million cases), resulting in 25 million DALYs, were transmitted by contaminated food. Notably, 38% of the cases of foodborne illness, 33% of deaths from these diseases, and 43% of the disease burden from contaminated food (11 million DALYs) occurred in children under 5 years old. The leading cause of foodborne illness was norovirus (125 million cases), closely followed by campylobacter (96 million); diarrheal and invasive infections caused by non-typhoidal Salmonella enterica infections caused the largest burden of disease (4.07 million DALYs). Finally, the burden of foodborne illness was highest in WHO's African region.
What Do These Findings Mean?
The lack of reliable data on the 22 illnesses considered in this analysis for many regions of the world, including some of the most populous regions, and uncertainty about the proportion of the cases of each illness that is foodborne may limit the accuracy of these findings. Nevertheless, these results provide new information about the regional and global disease burden caused by foodborne illnesses. In particular, these estimates reveal an unexpectedly high disease burden caused by foodborne illnesses among young children. Thus, although children under the age of 5 years represent only 9% of the global population, nearly half of the disease burden from contaminated food may occur in this age group. Overall, the findings of this study suggest that governments and international agencies should prioritize food safety to prevent foodborne illness, particularly among young children, and highlight the need to identify effective food hygiene interventions that can be implemented in low-and middle-income countries.
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